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DETAILED ACTION 

The Examiner acl<nowledges tine applicant's remarl<s and arguments of June 4, 
2010 made to tine office action filed March 4, 2010. Claims 1-4 are pending and 
amended. Claims 5-8 are cancelled. 

The amended claim 4 directed to an invention that is independent or distinct from 
the invention originally claimed for the following reasons: the original claims are drawn 
to a method treating or preventing hearing loss not a method of preventing epileptic 
seizures. If the presently presented claim 4 was in the original claims the Examiner 
would have called for an restriction between the two inventions. Particularly, Group I is 
drawn to claims 1-3, which are drawn to a method of treating or preventing hearing loss 
associated with epilepsy. Group II is drawn to claim 4, which is drawn to a method of 
preventing epileptic seizures. 

The inventions listed as Groups I and II do not relate to a single general inventive 
concept under PCT Rule 13.1 because, under PCT Rule 13.2, they lack the same or 
corresponding special technical features. 

An international application should relate to only one invention or, if there is more 
than one invention, the inclusion of those inventions in one international application is 
only permitted if all inventions are so linked as to form a single general inventive 
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concept (PCT Rule 13.1). With respect to a group of inventions clainnecl in an 
international application, unity of invention exists only when there is a technical 
relationship among the claimed inventions involving one or more of the same or 
corresponding special technical features. 

The expression "special technical features" is defined in PCT Rule 13.2 as 
meaning those technical features that define a contribution which each of the 
inventions, considered as a whole, makes over the prior art. The determination is made 
on the contents of the claims as Interpreted in light of the description and drawings (if 
any). Whether or not any particular technical feature makes a "contribution" over the 
prior art, and therefore constitutes a "special technical feature," should be considered 
with respect to novelty and inventive step. 

The common technical feature in all groups is vinpocetine. This element cannot 
be a special technical feature under PCT Rule 13.2 because the element is shown in 
the prior art. 

In this case, Tigyi et al. (of record) teach vinpocetine (see column 5, lines 25-35 
and 55-60). Further, Nekrassov et al. (of record) teach vinpocetine protects from 
aminoglycoside antibiotic-induced hearing loss in guinea pig in vivo (see title). 
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As a result, no special technical features exist among the different groups 
because the inventions in Groups I and II fail to make a contribution over the prior art 
with respect to novelty and inventive step. In conclusion, there is a lack of unity of 
inventions, and therefore restriction for examination purposes as indicated is proper. 

Since applicant has received an action on the merits for the originally presented 
invention, this invention has been constructively elected by original presentation for 
prosecution on the merits. Accordingly, claim 4 is withdrawn from consideration as 
being directed to a non-elected invention. See 37 CFR 1 .142(b) and MPEP § 821 .03. 

In light of the amendments to the drawings, the objection is withdrawn. 

In light of the claim amendments the previous 35 U.S.C. 103(a) rejection is 
withdrawn and new rejections are below. The new rejections address the claim 
amendments. In regards to Applicant's arguments that pertain to non-amended claim 
limitations, the Examiner has addressed them below. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification sliall contain a written description of the invention, and of the manner and process of 
malting and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 
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Claim 2 is rejected under 35 U.S.C. 112, first paragrapli, as failing to comply with 
the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one sl<illed in 
the relevant art that the inventor(s), at the time the application was filed, had possession 
of the claimed invention. Particularly, the recitation of "damage of auditory tract retro- 
cochlear nuclei" Is not In the specification. The specification discloses that vinpocetine 
cancels all the retro-cochlear abnormalities induced by PTZ or by 4-AP (see paragraph 
22) but does not indicated that vinpocetine treats damage of auditory tract retro- 
cochlear nuclei . 

Claim 3 is rejected under 35 U.S.C. 112, first paragraph, as failing to comply with 
the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in 
the relevant art that the inventor(s), at the time the application was filed, had possession 
of the claimed invention. Particularly, the recitation of "hearing loss of central origin" is 
not in the specification. The original claims indicated hearing loss of retro-cochlear 
origin but not specifically of the central origin. 

Claim Rejections - 35 USC §112 



The following is a quotation of the second paragraph of 35 U.S.C. 112: 
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The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 1 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. Particularly, the claim is drawn to a method of treating or 
preventing hearing loss associated with epilepsy, but requires that the amount of 
vinpocetine is sufficient enough to not only inhibit hearing loss caused by epilepsy but 
also inhibit auditory tract alterations. The Examiner is not sure if the claim should be a 
method of treating or preventing hearing loss or a method of inhibiting auditory tract 
alterations and hearing loss caused by epilepsy. Further there is no subject (i.e. 
patient) in which the vinpocetine is administered. 

Claim 2 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. Particularly, the claim is drawn to a treating damage of 
auditory tract retro-cochlear nuclei. The claim is dependent on claim 1 , which is drawn 
to a method of treating hearing loss not damage of auditory tract retro-cochlear nuclei. 
The Examiner is not clear on what is being treated. 

Claim 2 recites the limitation "treating damage of auditory tract retro-cochlear 
nuclei" in which is dependent on claim 1 . There is insufficient antecedent basis for this 
limitation in the claim. Claim 1 is drawn to a method of treating or preventing hearing 
loss associated with epilepsy comprising administering an amount of vinpocetine that is 
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sufficient enough to not only inhibit hearing loss but inhibit auditory tract alterations. 
There is no mention of "damage" or retro-cochlear nuclei" in claim 1 . 

Claim 3 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. Particularly, the claim is drawn to a method of treating hearing 
loss of central origin, characterized by inhibiting an increase in auditory threshold 
induced by pentylenetetrazole and 4-aminopyridine. The claim is dependent on claim 1 
which is drawn to a method of treating hearing loss associated with epilepsy. The 
Examiner understands that seizures can be induced with pentylenetetrazole and 4- 
aminopyridine, but the claim is written such that the "auditory threshold" is increased by 
these compounds. In other words, the claim should either be drawn to hearing loss of 
central origin being characterized by the increase of the auditory threshold, or wherein 
the epilepsy is induced by the claimed compounds. 

For compact prosecution, the Examiner has examined claim 1 as a method 
of treating or preventing hearing loss and Inhibiting alterations in the auditory 
tract associated with epilepsy comprising pre-administering vinpocetine to a 
patient. The Examiner has examined claim 2 as a method of claim 1, wherein 
inhibiting alterations in the auditory tract is characterized by inhibition of 
alterations in amplitude and latency of auditory brainstem response (ABR) later 
waves. The Examiner has examined claim 3 as a method of claim 1, wherein the 
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hearing loss is of the central origin and is characterized by the increase of the 
auditory threshold. 



Claim Rejections - 35 USC § 103 



The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 



This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 



Claims 1-3 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Nekrassov et al. (Brain Research, 2000, vol. 868, pp. 222-229) in view of Woolf et al. 
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(Antimicrobial Agents and Cliemotlierapy, June 1988, pp. 865-872) and Applicant's 
admitted art (see specification, page 3, paragraph 9). 

Nekrassov at al. teach vinpocetine protects from aminoglycoside antibiotic- 
induced hearing loss in guinea pig in vivo (see title). Amikacin, the aminoglycoside 
antibiotic, increases the auditory brainstem response (ABR) at 4 and 8 kHz, but when 
vinpocetine is administered by i.p. at 2 mg/kg for 13 days after administration of 
Amikacin, the increase ABR threshold and latency is reduced (see abstract and page 
225, section 3.5; addresses claims 1-3) in the first and later waves (i.e. PI, P3 and P4 
in fig. 1; addresses claim 2). 

Nekrassov et al. do not teach that the hearing loss is associated with epilepsy 

(claim 1 ), nor that the patient is pre-administered vinpocetine (claim 1 ). Nekrassov et al. 
also does not specifically teach that the hearing loss associated with epilepsy is of the 
central origin. 

Woolf et al. teach that ganciclovir administered 1 day before inoculation of 
cytomegalovirus labyrinthitis protect the cochlea from the histopathologic changes and 
hearing loss normally associated with cytomegalovirus labyrinthitis (see abstract). 

To one of ordinary skill in the art at the time of the invention would have found it 
obvious and motivated to combine the teachings of Nekrassov et al. and to treat hearing 
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loss that is associated with epilepsy (claim 1) because Nekrassov et al. teach the 
treatment and prevention of hearing loss at 4 and 8 kHz with the Applicant's claimed 
compound. Thus, regardless of the cause, hearing loss is still treated. One would be 
motivated to try a treatment for hearing loss regardless of its cause, especially if the 
hearing loss was treated. 

To one of ordinary skill in the art at the time of the invention would have found it 
obvious and motivated to combine the teachings of Nekrassov et al. and treatment 
wherein the patient was pre-administered vinpocetine because of the following 
teachings: 1) Nekrassov et al. teach the treatment and prevention of hearing loss at 4 
and 8 kHz with the Applicant's claimed compound; 2) Woolf et al. teach that prophylactic 
administration of ganciclovir protect the cochlea from the histopathologic changes and 
hearing loss normally associated with cytomegalovirus labyrinthitis (see abstract). 
Although the teaching of Woolf et al. is for a viral infection, Woolf et al. provides 
evidence that prophylactic administration of a drug to protect against hearing loss is 
known. Since it is known in the art that antiepileptic drugs result in hearing decline (see 
Applicant's specification page 3, paragraph 9), one skilled in the art would be motivated 
to try prophylactic administration of vinpocetine to prevent or reduce hearing loss. 

To one of ordinary skill in the art at the time of the invention would have found it 
obvious and motivated to combine the teachings of Nekrassov et al. and wherein the 
hearing loss associated with epilepsy is of the central origin characterized by inhibiting 
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an increase in auditory tliresliold because tlie Nel<rassov et al. teach that vinpocetine 
reduced the increase of the ABR threshold and latency (see abstract and page 225, 
section 3.5). Thus, since vinpocetine reduces increased auditory threshold and hearing 
loss, then it obviously is of the central origin. 



Response to Arguments 



Applicant's arguments have been fully considered but they are not persuasive. 



The Applicant's argues that the aminoglycoside studies of Nel<rossov et al. 
and Hotz et al. invariable involve alterations in the most peripheral 
generators of the first wave of the ABR. The reverse is not true for ABR 
wave alterations associated with epilepsy, i.e., changes in the later ABR 
waves associated with epilepsy. It is impossible to predict that the same 
drug of Nekrassov et al. (i.e. vinpocetine) could be useful to prevent 
hearing loss of such a different etiology. The Applicant further argues that 
the Examiner can not use hindsight reconstruction to pick and choose 
among isolated disclosures in the prior art to deprecate the claimed 
invention. 



The Examiner disagrees because first the claims are drawn to the treatment and 
prevention of hearing loss associated with epilepsy. Second, when vinpocetine is 
administered by i.p. at 2 mg/kg for 13 days after administration of Amikacin, the 
increase ABR threshold is reduced (see abstract and page 225, section 3.5) in the first 
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and later waves (i.e. PI , P3 and P4 in fig. 1 ; addresses claims 2 and 3). In response to 
applicant's argument that the examiner's conclusion of obviousness is based upon 
improper hindsight reasoning, it must be recognized that any judgment on obviousness 
is in a sense necessarily a reconstruction based upon hindsight reasoning. But so long 
as it takes into account only knowledge which was within the level of ordinary skill at the 
time the claimed invention was made, and does not include knowledge gleaned only 
from the applicant's disclosure, such a reconstruction is proper. See In re McLaughlin, 
443 F.2d 1392, 170 USPQ 209 (CCPA 1971). 

Conclusion 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
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the advisory action. In no event, liowever, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

No claims allowed. 

Any Inquiry concerning this communication or earlier communications from the 
examiner should be directed to KENDRA D. CARTER whose telephone number is 
(571)272-9034. The examiner can normally be reached on 9:00 am - 5:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on (571) 272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Kendra D Carter/ 
Examiner, Art Unit 1627 



/SREENI PADMANABHAN/ 

Supervisory Patent Examiner, Art Unit 1627 



